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AB Simplified analogs of oxidized and reduced isoniazid-NAD (P) adducts were 
prepared to study their behavior with regard to ring-chain tautomeric 
isomerism in solution In DMSO the oxidized analogs, pyridinium salts I (R = 
Ph, 3-chloro-4-pyridyl) , and the corresponding 1 , 2 -dihydropyridines II 
were found to exist exclusively in the ring (cyclic hemiamidal) form 
shown. In contrast, the 1 , 4 -dihydropyridine analogs III were present in 
the ring (shown) and/or chain forms depending on the nature of the aromatic 
substituent. Thus, the 1 , 4 -dihydropyridines III (R = Ph, 

3-chloro-4-pyridyl) are, in solution, preferentially in the keto-amide chain 
form, whereas III (R = 4-pyridyl), which is the closest model of the 
isoniazid-NAD (P) adduct, exists as ring (major) and chain (minor) 
tautomers in equilibrium The ratio of the tautomeric forms involved in the 
equilibrium of this system is also influenced by the polarity of the solvent 
with a shift towards the ring tautomer when the polarity of the solvent is 
increased. Complementary computational studies were performed by using 
quantum chemical calcns . (B3LYP/6-31G* * ) and frontier MO anal., which allowed 
the key structural factors involved in the ring-chain tautomerism equilibrium 
to be discussed. 
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AB Sumitriptan, a non- selective 5-HT1B/1D agonist is an effective therapeutic 
agent for the acute treatment of migraine, but it is contraindicated for 
use in patients with known heart disease. The first Selective Serotonin 
One F Receptor Agonist (SSOFRA) , 5- (4 ' -f luorobenzamido) -3- (N-methyl- 
piperidin-4 -yl ) - lH-indole was demonstrated to be clin. useful in the 
treatment of migraine. Although it exhibited high affinity for the 5-HT1F 
receptor as well as high selectivity for the 5-HT1F receptor relative to 
5-HT1B and 5-HT1D receptors, it demonstrated appreciable affinity for the 
5-HT1A receptor. Subsequently, a program was launched to discover 
SSOFRA' s with improved selectivity over other 5-HT1 receptor subtypes. As 
a result of these efforts, N- [3 -( l-methyl-4 -piperidinyl) -lH-pyrrolo [3 , 2 - 
b] pyridin-5 -yl] propanamide (I) was found to possess greater than 100-fold 
selectivity over 5-HT1A, 5-HT1B and 5-HT1D receptors. Pursuant to a 
potential clin. investigation of I, its carbon- 14 -labeled isotopomer has 
been prepared by a circuitous route from unlabeled I and used in quant, 
whole-body autoradiog. studies in rats. The results of these efforts are 
reported herein. 
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AB Sumitriptan, a non-selective 5-HT1B/1D agonist is an effective therapeutic 
agent for the acute treatment of migraine, but it is contraindicated for 
use in patients with known heart disease. The first Selective Serotonin 
One F Receptor Agonist (SSOFRA) , 5- (4 1 -f luorobenzamido) -3- (N-methyl- 
piperidin-4 -yl) -lH-indole was demonstrated to be clin. useful in the 
treatment of migraine. Although it exhibited high affinity for the 5-HT1F 
receptor as well as high selectivity for the 5-HT1F receptor relative to 
5-HT1B and 5-HT1D receptors, it demonstrated appreciable affinity for the 
5-HT1A receptor. Subsequently, a program was launched to discover 
SSOFRA' s with improved selectivity over other 5-HT1 receptor subtypes. As 
a result of these efforts, N- [3 - ( 1-methyl -4 -piperidinyl) - lH-pyrrolo [3 , 2 - 
b] pyridin-5 -yl] propanamide (I) was found to possess greater than 100-fold 
selectivity over 5-HT1A, 5-HT1B and 5-HT1D receptors. Pursuant to a 
potential clin. investigation of I, its carbon- 14 -labeled isotopomer has 
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AB Simplified analogs of oxidized and reduced isoniazid-NAD (P) adducts were 
prepared to study their behavior with regard to ring-chain tautomeric 
isomerism in solution In DMSO the oxidized analogs, pyridinium salts I (R = 
Ph, 3-chloro-4-pyridyl) , and the corresponding 1 , 2 -dihydropyridines II 
were found to exist exclusively in the ring (cyclic hemiamidal) form 
shown. In contrast, the 1, 4 -dihydropyridine analogs III were present in 
the ring (shown) and/or chain forms depending on the nature of the aromatic 
substituent. Thus, the 1 , 4 -dihydropyridines III (R = Ph, 

3-chloro-4-pyridyl) are, 'in solution, preferentially in the keto-amide chain 
form, whereas III (R = 4-pyridyl) , which is the closest model of the 
isoniazid-NAD (P) adduct, exists as ring (major) and chain (minor) 
tautomers in equilibrium The ratio of the tautomeric forms involved in the 
equilibrium of this system is also influenced by the polarity of the solvent 
with a shift towards the ring tautomer when the polarity of the solvent is 
increased. Complementary computational studies were performed by using 
quantum chemical calcns . (B3LYP/6 -31G* * ) and frontier MO anal., which allowed 
the key structural factors involved in the ring-chain tautomerism equilibrium 
to be discussed. 
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AB Title compds. I [wherein 0=0, S; X = CR4c, N; Rl = (un) substituted 
alkyl, cycloalkyl (alkyl) , Ph, heterocyclyl ; R2 = H, ( fluoro) alkyl , 
cycloalkylalkyl, (un) substituted pyrazolyl (alkyl ) ; R3 = H, alkyl; R4a, 
R4b, R4c = independently H, halo, ( fluoro) alkyl ; R5 , R6 = independently H, 
(fluoro) alkyl; with the proviso that R6 = alkyl only when R5 ^ H; 
and pharmaceutically acceptable acid addition salts thereof] were prepared by 
standard and solid phase combinatorial methods as 5-HT1F agonists. For 
example, amidation of [3 -[( l-methylpiperidin-4 -yl ) oxy] phenyl] amine (preparation 
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assay using Ltk cells transfected with the human 5-HT1F receptor sequence, 
exemplified invention compds. exhibited high affinity for the receptor 
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compns. are useful for activating 5-HT1F receptors, inhibiting neuronal 
protein extravasation, and treating or preventing migraine in mammals, 
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Rl-N X— Y— R2 



AB Title compds. [I; Rl, R2 = (substituted) phenylalkyl, naphthylalkyl , 

heterocyclylalkyl; X = CH, N; Y = S02 if X = N; Y = S, SO, S02 if B = CH] 
and salts thereof were prepared as 5-HT2A antagonists (no data) . Thus, 
1- [2- (4-f luorophenyl) ethyl] piperazine (preparation given) and 
8-chlorosulfonylquinoline in CH2C12 were stirred with 4-DMAP for 24 h at 
room temperature to give 4- (8-quinolinesulf onyl) -1- [2- (4- 
f luorophenyl) ethyl] piperazine. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of arylalkylpiperidines and piperazines as 5-HT2A antagonists) 
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AB The title compds . [I; R, Rl = H, alkoxy, phenylalkyl, CF3 , OH, cyano, N02, 
halo, PhO, C02H, alkoxycarbonyl , amino, carbamoyl; R2 = quinuclidinyl , 
tropanyl, Q; R3 = (un) substituted alkyl; Z = O, S, SO, S02 ; Zl = alkylene, 
bond; n = 0-3; m = 1-6] were prepared Thus, 2 , 6-dichloropyridine in Me2SO 
was added dropwise to 1 -methyl -4 -piperidinethiol in Me2SO containing NaH and 
the mixture refluxed 3-6 h to give II.HC1. I are effective analgesics with 
an ED50 of 2.8 mg/kg orally in mice. 
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